which appears to contradict a paper published by us in another journal.s The central issue addressed in these studies is whether postvoiding alkalinization is necessary for measurement of retinol binding protein (RBP) in urine. We suggested in our paper-that RBP in normal and 'pathological' urine is not sufficiently unstable to make alkalinization a necessity. We disagree with Guy and McMurray in two respects:
(1) In their paper, Guy and McMurray cast doubt on our study by disproving something that was in fact not advanced by us. In particular, Guy and McMurray imply in their discussion that we suggested that: (i) retinol binding protein in urine is not significantly unstable, and (ii) that the instability is not affected by urine pH. We made neither of these assertions. On the basis of their discovery that RBP is somewhat unstable, they conclude that alkalinization is desirable.
In fact, the data shown by Guy and McMurray is almost identical to the data shown by ourselves and by several other groups-r" although their interpretation is at variance with these investigators. The general consensus is that:
(i) at normal bladder temperature (37°C), pH = 7, average loss of RBP is of the order of 1-2070 per hour, and at pH = 5, average loss is about 2-3% per hour; (ii) at 20°C, average loss of RBP much lower «3% per day at pH=5 or pH=7); (iii) at 4°C, loss of RBP is lower still (about 1% per day at pH 5).
Studies at pH = 3, while interesting, are not clinically relevant. We agree that RBP instability is variable between subjects. Nevertheless, given an optimistic assay coefficient of variation (CV) of 5%,15'9% of paired samples will shown an apparent increase or decrease of > 10% on statistical grounds alone.
(2) Statistically significant instability of an analyte does not imply that it is important. The importance of analyte instability depends on its magnitude, and can only be decided on clinical grounds. The loss of analyte that will be prevented by post-voiding alkalinization is extremely small in comparison with other sources of variability in the RBP /Creatinine ratio in a random urine sample. In particular: (i) degradation of RBP is far greater at bladder temperature than at room temperature or 4°C, at any pH; (ii) excretion of low molecular weight proteins show circadian variability of about 60%; S (iii) random day-to-day variability of RBP excretion is likely
Index of individuality and utility of population based reference range
Dot et al. calculated the index of individuality of prothrombin time (PT) and activated partial thromboplastin time (APTT) as 0'96 and 0'68, respectively, and concluded that PT and APTT may not be appropriate for diagnosis using population based reference values.' They rightly pointed out that within subject changes of these quantities could be masked by between subject variation and quoted two clinical studies which
